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*x m ^ M =^ 



1. -^^^i>tjM4^^mii(i^&s^^±¥j:^;k, 





VIII 



10 ( ii ) #*^jr||L ( i ) ^niitl^m^^^^iSL^itM^^Y^')^ 
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ft jpj H * 45 m2/2M 




(iii) ^^^m. (ii) m^m^i ^^^■^t.i^s^m^L^^ 

2. 1 t6^^*, *t>^#«^(i) t'ft.>^>t^^#J^ 
MeOH> EtOH, IPA> t-BuOH, iftik^t^ f S^. 

3. ;feif'J^^l5fa2 *t4#^ ( ii ) t^^#*l'li 

4. ;^if'JJ|-i^ 1-3 t6^:^r*, *t^^^^(iii) +'6t^#4fc*J:k^ 

7. ;tsi#'J#4^ 6 t*^^'*. *t^^ IPA ^ DMF 
5-6: 1-3, ^itfimMj 3-4: 1-2. 

20 1-3 ;?r*6il6^:?r>i-ii#. 
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m ^ 




11 



10 ^n^M^it^^A^^ej^^^^^^ i-(3-— 

lt)-l-(4'-|L^J.)-l,3-JiiL:^3^#'^'*-5-6lt (^ek-f ( 




F 



15 ^N■«"^##^^&at4:^fi^^*>^l■^^5t•l4>tltit>^t de ^^-j 

No. 2, 657, 013 ( 1977 ) t^^fp, ^M'^' US -t-jf*] No. 4, 136, 193 (1979) , 
^T^^^ GB -^if'J No. 1, 526, 331 (1978) t''^^. 

20 ^Iffth^ (^* 1) i£A;&I^IS: i^l^l) ?lA.^f 
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^^S^^^^^A^yUffii^^ phthalane itiJ^'R. phthalane 

5 ni.^-^^^^^JSL^^^l^^^ff^^^^'^^^' 
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itt l>8 15 ^3/18m 



phthalane ^|l..S.ipl>P^*'f^^. ^mmi^^i^W^^ 




5 ^1|t-2 

Bogeso(EP ^if'J No. 171, 943, ^1^0.^- MS No. 4, 650, 884 ) 

4* >!? '^f^ 4h«& fii^-f ^ 4^ ilM ^ ^ /5ti^^ 6^ ^ 
10 Jlftii^j^J^^ti^^f ,BogGSO f^-itf^^lKP/r-^ifl 5-|l.^-2-^# [C] "^n* 
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02805419.9 tS, ^ =^ 114/1815 




F 



WO98/019511, W098/019512, ¥098/019513, 
5 W099/030548, WOOO/011926, WOOO/013648 ^ WOOO/023431 6^®!?^ 
-^■^Jt. >'>^Ti^-#6fHl'J-^^'^. ^ WO98/019511 6*1®!^-^ 

^^M.^$i\^M6()it^^, fi^^J^^JK:^ 40%, 7 Z^SfC - 

50#-) . 4^i^xnft^e^4^^iit#«if^, ms^ln^ s-^L^a-i.^^^"^-* 
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m =^ m5/i8M 




F 

xn 



WO98/019512 jfp W098/019513 Mtii.^*^^ 5-#.^, 5-^^^ 5- 

5 >i«&g<w4^. 

S I^^t#'J 99/030548 y^^¥ip]^^^§k^^:^i^^ . 

®l^^#'JWO 00/011926 ?fp WO 00/0133648 />^6^iSLift:6^«!&gk-|-^ 
♦•J-^^-;*- 1 , a&6fe4:^6*r 5-&^ ( CI iJ. Br ) #^'f«t*bAii.i±4Billlt««^'&^ 

Sl^^t^-JWO 00/023431 >'>^6^^*t. ^^8^4^ t-ll*6^?l A4. 

j$L^M-}i^^^\^i5-ikiA\JS ^^iJNoM, 136, 193 t>'>:?f)Xt^^6*^4 
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iji ^ 15 mmsM 



Br, 




( - 2001C, <0. ImmHg) f^xtii^^^^. it^A^^iSi:^'^'^ 
( 180-200X:, <0.1mma^)^^l^U¥]^iS\4^^^^^^^^, 

(^EP No. 171, 943 t^^ 

1 998 J. 2 000 4l"liL4L6^ ® 1^^ &^^#>y-^ ^ *^ 't'^fe 
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^ W 4? B7/18m 



i|iL4 (90%) ^^^A (99%) . 
10 6^^*, j^4> ^^.J&JL^^Sf::^. 
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in m =ii 



NC, 




F 





VIII 

10 (ii) #*#JW^ ( i ) #fJ#^;i^vin'(fc^i^^a^fli4fe.*J>^#^^^ 
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(iii) (ii)#f'j6^iCl>fb^i^4ll4t.iLg3 

5 (iii) ##iij6^icn>ffc.'^i^^#^6^^'^i^#>6.>Bt#S!)iCin^;r 

NaH. t-BuOK >^t;feL'li^gf:*J*» DMSO ^S^M, N, 
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Tli, m ^ mio/i8M 



Br. 



5 




^ VIII 




13 



02805419. 9 



^ « 1? ^u/ism 



Br, 




( ii ) #*#4SL ( i ) ^^]¥j^mit^i^^M^M^^¥J^f-^M 



( iii ) ^^fm. ( ii ) ^n^^ I '(t,'^ife-^ll'H:.iESB>^:feL'tti§:#J 
10 ;$L^*6^j«.^;2^t^|-*^^*. PP^'fn6^t-fi-f:Hj 6^*^^* 
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iJi im 4S ^12/18M 





VIII 



( ii ) ^^-^^ ( i ) ^$imKm^>^!^^eki^itM^AlFJ^^m] 
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iJi 1i M13/18K 




5 SA0-101C, ( i ) d^^^^^JTi^ll MeOH, EtOH> IPA> t-BuOH 

10- iC. n ^t^^f/i ^¥j^^n:^y^ n ^^^u '^^^ 

10 — ^*l*»f Zji^^^^^-^'J^^-^M-h MeOH» IPA/DMF, 
MeOH/DMF^, iS.-§-6frtb^!li(? 5-6: 1-3, ^itZ-A: 1-2. 

^ *^ ^ ^5 J 6^ n 1 6^ ^>St( 9 9 ?4 , >^ HPLC 

mV, 96-97TC. xti*tl'«]^>t**^iit-#^-i£^iti±^e.^ 

( US ^ jfj No. 4, 136, 193 ) ^H^m^i^^tA 

25 m. 

1 
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iJi ^8 ^ mi4/i8M 



>lt-10-0lC,|i,=1^4^T,#*90g4-|Li^^jftTl3g#;|>^ 450ml THF 
t^J#6^^^^-^i€ji^*'A 5-^-2-^^ [{:]i^^m (lOOg) THF 
5 ( 600ml) ,t>l^>f*^t. ^AM'^^^^M^'&^T^RW 3 'hH, 

(25g) 300mlIPA f ifj^^i^^^^^., ^^JS^^)^ 
T^L^^i- lot:. >^ 10T:>P^ia 1 'hBt^, #^>S>^#A#^^ ( 220ml 
t;^ A 1750ml ^) t^jh^;^. :|f^^i^4t;# 30^4t, ^>&. 
^^KJrffif^ 3xl00ml #^#6^;r*l'>gr^>fejfp|L^^7|C^>^ 

10 ( 300ml) ^fc, >^^^-&^-f^. ^ eo-cv^^T^S^i^^^Jt^ij^ffJi^vni 

-ft-^ifeftf^^A ( 200g) . ;^i^^^it^;^;i^:^^¥iT-fit-^^m . 
phthalane 

^±i^^m.&)^^Si]¥}^mi^^^il(l^yi} ( 200g) lOOOml f 
15 ^t. r$jit^>ft.t>AlOg)»tf ^Dean-Stark 

:^;*«»A lOOOml -ijfc^ 30 ^4f';&, 7^M:M 3xl00ml f 

^#^^^>&^ 2x250ml59«6^>gl^^^^>^iJt. ^^^t^ 
>&^'Jfe^a4fc^^>&^5b. 60t:»':<T^^^i^f^.?!5#fJ>A^*^i^I 
20 ( 150g ) . 

c) ^J4-^ n 6t 1- ( ) -5-#.^ phthalan 

lij^^ifL (b) I (150g) 6^ DMF(36 0ml);^>&t 

;^A*r*J^A^Il4fcit4^ (76g) . ##f>j6^<t>f J-S^vilt, # 

'f|L#ig>jjt 4-5 'J>Bt. #>S.a4*;>^J- 40-501C>&, *»A#.7|<> ( 200ml, 
25 lOliw/v) , 30^41'. -^^r^'^i^^^, ^M:, 200ml #^;K- 

im¥i':$-'A) M 100ml f^^JJ^>§^#6^;J<.^. ^ 

(120g) . 

d) 1- (4-11.^41.) phthalan 
30 (i) /^IVk^^-^^^ 

(C) ^M^^]li^^^¥j^^i5Qg)iiopkM 60-70 

t:^1^ 200miiPA t. SgT^-'iii^^s. it^;&, ^-ipj. 
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tsl m =^ mwisM 



20-25X:, ^^i$[&J^B-12 'hH. iiit®^. m 20-25id1IPA 

(35g) . m. p. 96-971C, HPLC ^^it 

e)p]^^m¥} 1- -1- -5-11^ 

S phthalan 

^ 2 0-251C#.^l^4^Tt^ DMSO ( 1000ml ) t^A 22g50%>ri^>* t 
¥iM.^t¥i, #^'S.;&nj^i^J- 60-651C, >y.,?o^|'J# dimsyl DMSO }t:>?l. 
^ 20-25X:^ 2-3 'hBtl*I^'tii^^-^^^t;^A 1- ( 4-|L^l. ) -5-|l^ 
phthalan (lOOg) 6^ DMSO ( 200ml) '^A. 15-20 ^4t>#, 

10 l^^t^'lt^'AlLit 3--f JL^-^i!^ (56g) 6<|f #:(120ml)^;^, |S| 
Bt#^#>g.;^a>$..^ 25-30T:. itf^^^, #iL,S>S.^iNbfl5:#>^i*a;lT 
30 ^'#1', ;Ja>^c 50ml f il'fit^Li^JJf. #iL>S 3000ml ^t. 
^ 1000ml f ^^^L. 500 ml T^^^t. ^#*^f ^>&>^*. 

J*. ( 500ml) , f^^J^ 2xl000ml n%¥iL»fSiy!f-'l^Skyk,. 

15 M:J^^^{25'k) tjfpfJ PH7-7.5. •iS3^pH;t, 500ml ^^i^ifc 

#15^^t. ^Jk^ 2x300ml :^^Si^J^. ^^6^ 

:^^St>g:^i^ ( lOg) ^ffi#i±it-. m'A^^5X:fArA^^^, #^'Ji^ 
niA^'ft'^J^, ^^m-&E!#^(120g). m. p. 95TC, ^?LC ^^r^A^ 99%. 
2 

20 

&)Am¥} 4-^- (2-i^f^) (4'-|L^^) f ^6#r^J^ 

>^-10-0TC.f.^^^T,#*90g4-|L^^^^13g^4-^5t 450ml THF 
t*]#6^#^it^>eti€/"^*»A 5-^-2-:^i^[C]^^m (lOOg) 6^ THF 
( 600ml ) i:>f >{*^t . >S-^, #.g.>^>S^^«l*>^tl^#3LjLT-il-^# 3 .J-Bt. 
25 #^^iL>flS^ (25g) 300mlIPA t *^^4^*l*i^#*tS. '»:#A>S>ft. 

a,t>f^i^ OTC. lOTC^a i 'j-at;^, #^>B[>ft.#A#ik^ ( 220ml 

J^lit^t^'A 1750ml zH.) f^jt-JSLM. #^>S*i»«t# 30 i^4|', ^>&. 
#x|C;&^f^ 3xl00ml 3^S^, #^#fl<r:t*L;g^^7fr.iL4fc^3K»>ft. 
( 300ml) it, ^ 60X:i':<T*^i5|l^»^J^&#fJi5.Vin 

30 >ft,>^4*?6^&A ( 200g) . ^^^'ik^^J^^^'^ihT—^^^f^. 

\ ^ 1- (4-lL^^) -5-^Jl phthalane 
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Tii m ^ 



dt/Jlif.^J^«a) t#5'J*^^Vin'ft.'^i^6^*Lp'i')* ( 200g) 1000ml 
f^t. i^TS^>^t;*PA lOg ^-J^a^, *i^JiJ.EJ>7it.. Dean-Stark 

;&a A 1000ml tH-. 4t#30^^;&, ^tfi>|"*l.>gr, 3xl00ml f 3^ 

5 ^^^t^M,^ 2x250ml5%6^F'^^^;^i§:-;gl^, :i.>^#:f^/& 

>^jfefi^ifcaA ( 150g) . 

c) n 6^1 1- ( ) -S-^^ phthalan 

^^^m. ( b) ^m^^ I ^fc-^iK? ( 150g) 6^ DMAc (360ml) ^>^lt 
10 MK^M^¥i^^SL^ (76g) . >^t«.'lt.*'jfeJ. 150-160 

r , #fll#fi>l 4-5 'hBt. #>g.4ii&>^ J. 40-501C , 200ml, 
lOXw/v) , #4St# 301^41'. ^#;F2^6^it;^, ^M:, ^ 200mI#4R.^ 
im'^ik)7k7^t^M:. ^ 100ml f ^^#L^#«^;!K>&. <^#f i^>&, 
4 50-601Cj|.^i?^I^»*J, 4^3i]^W\iif^^^ni^4.l^it^^^A 
15 (120g). 

d) ffi$^H««*t^^'ffc 1- (4-|L^S) -5-11.^ phthalan 

(i) >y.^^ii#*^*««9 

(C) ^Si\¥j^U^^^¥j^&{50g)'^'S- 150ml 
©>;fe^6(l^^t, ^^'/^ SgM.A. i±jt-dl'^>^^J- 20-25 
20 TC, 'fi^#ita>l 8-12 'hat. it'MWli^, ^ 25ml 

it^^iij 25g ^ m.p.97-98X:, U?hC J^mr^^Ml 

99%. 

e) 1^J^iv.m6^j 1- -1- (-4-IL^i.) -5-11.^ 
phthalan 

25 >^ 20-251C#^#T, 22g f^^m (J^^iltT^f^ 50-55%) 

1000ml DMSO t6^;i>^>^t'^ 2-3 'Mltl^^«.*»A 1- (4-|L^^) - 
5-|l,il> phthalan ( lOOg ) DMSO ( 200ml ) «^^>&. 15-20 
^^Jt, t^* + ^«.*'AlL>ffc3-Jif#.^^i^ (56g) 6^f^(120ml) 
^>jt, ^#iL>gLa>t.>jaE 25-301C. ilo^^^, ^jSi^m,^^^^jSLM 

30 30 5 0ml f i^^^i^M A 3000ml 

^ 1000ml f 1^:?:^. y^M:^-^ 500 ml f#:^^. ^ff 6^1 f 3^>&>^ tJc 
^( 500ml) , 2xl000ml 20%6^ Z.l^^^«.i5t. -^^fi^Z.^TjC 
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itt 45 B17/18M 



M:M^yi^i25%) t#«'^J pH7-7. 5. pH>#, SOOml :^^Sfe:?f 

^^IS^^t". ^%^^^m.M:, ^M^m 2x 300ml -^4*^ 
^^^^Wi^i. lOg ) ^S#i±^-. a>&^ 45TCv:iT^^^^#Sl^in 

(120g) . m.p.95X:, HPLC 99%. 

5 3 

^-10-01C , #.^^4^T,#* 90g4-|Li!%^jfp 13g^4^ 450ml THF 
t^-J^fi^/^^^ig-^gti^^i^i^A 5-i%-2-^^[C]«^'*fiB (lOOg) 6^ THF 

10 ( 600ml )4>f>S.t. #>S.>^^^^^4l^#ia;lT-i!-4^#3'h8t, 
#^>«8iL'fe.«^ (25g) 4 200ml Z.§^ t *^4t^*^iit#*tS, 
a>H&-f OTC. ^ lOTC^a 1 '>Bt;^, #A>S>ft.^«A#ikit ( 220ml 
Jilik8(tt*'A 1750ml fffjt-^v^. #^>Si»llt# 30 t^^, i^>&. 
#^>&^f3^ 3xl00ml #^#6*|:t*L>&^^j^lL4b4^3|<.^)ft. 

15 ( 300ml) gb, ^>«.Slt^ti^. ^ 601CiJAT^^i?II^^*J'«j#fJ^Vin 
>ft.>^i«r6^3|H.A ( 200g) . ^^^ik^^^i^^^^T—^^^f^^ 
\i)mtmj^9jm^^\M^K\^ 1- (4-lL^.g.) phthalane 

^^;5fe'f^'J 3(a)t#fJ6^^Vni>ft,^i^6*I*.a^rr>*( 200g)-^i^ 1000ml 
f i^t. i^^^^&t^A lOg ^{l>^^. ^iL&.'^^iiQ^^.^^^. # 

20 ^*#>*-l^^>^>SLi±^t^A*^*-. >^>St^;^^.>#, ^^^S#fJ 150g 
>A ;R iC, n 6^^o'?»'f4i'g-i^ . 

c) ^J-^iC n 6^1 1- (4-ILi^^) -5-11^ phthalan 

(b) ^n^^ I 'ffc^i^ ( 150g) 6^'ti:'^(150ml)^>^t 
itf^K.^Vi^¥i^^^f^ (76g) . ##fij6^,%>f iSt^'tl^'^J.^SJiift., # 
25 fi5:#g>>jfc 4-5 'hHt. #^>^*bi^J. 40-50"C;^, inA#.;?K- ( 200ml, 
10%w/v) , ^i^i^lSS^^, ^|#;f^6^it;&, ^>&. 200ml#^7|C 
(10%»>a.)j5t'^;^*l.>g. ^ 100ml f ^^a^^i-^^fi^^-yg. 
>^ 50-60x:A^i^«^'^*J. #fJ^iI#'j|^^nft^llj|.'ffc'g'iK»*LA 

(120g) . 

30 d)^$^^*L;|C^4fci^II Id 1- (4-|l.^^) -S-H.^ phthalan 

(i)>y. iPA-DMF 

(C) #SiJd*|i^n>H:,^i|*?6di&A(150g).^ 50-60X:^ 
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^l^ m mi8/i8^ 



1^100iiilIPA-DMF(80:20) t. 5g -^.fciijl^ia. it'^^^ 

>^ 20mlIPA ^fe^^.m.p.97-981C, HPLC 

^^i^A^ 98. 5X. 
5 e) ^^^milj 1- (3--f #.^p^^) -1- -5-11^ 
phthalan 

>^t^#T. ^ 20-25TCi^ 59gife.Ti^^>^t 1000ml DMSO t6^.-i>l^ 
>^t-^i 2-3 'hBtl*jM.'l£*'>V l-(4-^^^J.)-5-|l.^ phthalan ( lOOg) 
6^ DMSO ( 200ml) -^^A. ^^AM 15-20 ^4f'J&, + 

10 -ffc. S-Jif (56g) ^(120ml)i§:«., -$^#^^iS>^^ 25- 

30TC. ^^My^^^-^kiS-J^M i0^4f, ^/^SOml 

^-^M, #-^>^>S.^Jfe^^>^^ 3000ml ^ 1000ml f^^^. 7l<->& 

-^^ SGOml f^^^.^^d^f ^>&^;!|C25t( 500ml),j*^;&^ 2xl000ml 
20%6^i,a^7K^>ft.^. ^#6^6filt*./&;fl4li.2|c (25%) tj^SiJ pH7-7. 5. 

15 i^lTpH^, 500ml :^^St:^f-i^# 15^^41'. -^^^^SiM:, j^LM 

M 2x300ml :^^St^J^. ^^¥j^^m.M:jnA ( lOg ) ^S:^i±al. it 

>&>^45x:ic:<TJI-^i5li"#f!l^ind^>ffc^4ib, Mj-^Utt^^ (loOg) . 

m. p. 951C. HPLC4^^M.>1^ 99X. 

3. trx^^^ (88%) ^i^^^l (99%) ^^11 ^n-^^m^t^^lh . 

25 
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